Letters
In our material, NS-Alb was not 40 giL as originally suggested by Schuller et al,] but 43 giL. Furthermore, normal CSF albumin was lower (189 instead of 240 mg/L) and normal serum IgG lower (11' 6 giL instead of 15' 8 giL), whereas normal CSF IgG was similar (23' 2 mg/L), Using our values:
T G=23'2x 100/11600=0'2 (5) c=0 '210'4375=0'46 (6) 
It is obvious, that the slope of the regression equation between TE and molecular weight is method dependent at least with respect to albumin and IgG. In the determination of parameter a (slope) Schuller et al. 2 refer to empirical data on Clq. In this work," TE for Clq was found to be 120. However, a great deal of the CSF determinations were below the detection limit of the method. In a forthcoming paper we discuss the effect on the CSF concentration of another high-molecular protein, CSF-IgM, by contamination with very small amounts of serum. Thus, the CSF concentration of Clq may have been over-estimated, and the true TE for Clq may be considerably greater than 120. Other proteins (B Factor. IgA, C3, and C4) were included in the determination of parameter a, but no references were given to these points.
Schuller et al,' assume that the relationship between TE and molecular weight is linear. and with a slope of 4·3. None of these assumptions are satisfactorily proved. We therefore re-evaluated TE in our study according to equations (2)-(7). We also did an evaluation with the unmodified formula according to the same experimental design, I but this formula gave both less sensitivity for multiple sclerosis, and higher false positive rates than the modified formula, and we therefore considered the modified formula best to satisfy the original intentions."
Concerning the Guillain-Barre syndrome, a characteristic feature is a severely damaged blood-CSF barrier. Our findings are not in accordance with those mentioned in Dr Schuller's letter, a fact that we considered to be of interest. I 
STEN OHMAN

Department of
Laboratory diagnosis of phaeochromocytoma
Graham et al. I recommend that measurement of urinary 4-hydroxy-3-methoxymandelic acid (HMMA) should be abandoned in the investigation of suspected phaeochromocytoma, in view of its relatively poor diagnostic specificity and sensitivity. In a retrospective study of data from 1678 urine specimens (including 30 specimens from 21 patients with proven phaeochrornocytoma) I drew similar conclusions to Graham et al. with respect to the superior diagnostic specificity and sensitivity of urinary normetadrenaline (NMET) and metadrenaline (MET) measurement compared to that of HMMA. 2 However. using a high performance liquid chromatography-electrochemical detection (HPLC/ED) technique to measure HMMA and the dopamine metabolite homovanillic acid (HV A) simultaneously;' I have shown that calculation of the HMMA/HVA ratio improves both the diagnostic sensitivity and specificity.! Using a cut-off of 2·4 for HMMA/HVA ratio my data showed a sensitivity of 100070 and a specificity of 98070. This was similar to the sensitivity and specificity for the measurement of NMET and MET by a separate HPLC/ED technique."
Since the technique for HMMA and HVA measurement is technically less demanding and less expensive than that for NMET and MET I believe it is cost effective to use HMMA/HVA ratio as the first line test in the investigation of suspected phaeochromocytoma. Specimens with HMMA/HVA ratio greater than 2'4 are then followed up by measurement of NMET and MET (and/or noradrenaline and adrenaline).
An additional advantage of measuring HV A in combination with HMMA is in the presence of a dopamine-secreting tumour, when HV A is likely to be raised. This would probably be missed unless either dopamine itself, or the intermediate metabolite 3-methoxytyramine was measured.
Finally, Roberts et al. 5 have recently reported a case of an adrenaline-secreting ganglioneuroblastoma in which a marked increase in urinary HMMA was accompanied by normal excretion of total metanephrines. I therefore believe that there is still a place for the measurement of urinary HMMA in the investigation of possible catecholamine-secreting tumours, and that the HMMA/HVA ratio is a sensitive and relatively specific first line test in the investigation of possible phaeochromocytoma. 
Authors' reply
We currently measure 24 h urinary noradrenaline, adrenaline, normetanephrine and metanephrine on all requests for phaeochromocytoma investi-
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gations and find this profile to be the most effective in detecting phaeochromocytoma. Dopamine is also measured, but we have yet to see a dopamine secreting phaeochromocytoma. Current methods for metanephrines are technically demanding and HMMA/HVA screening would be less expensive, but the purpose of screening for phaeochromocytoma is to detect all tumours.
A preliminary review of our data does not show 1000/0 sensitivity using a cut-off of 2'4 for HMMA/HVA ratio. We have at least four proven cases of phaeochromocytomas which had HMMA/HVA ratios of I· 2, 1'7, 1·0 and I· 8. Two of these patients had normal HMMAs (20 ",mol/L and 32 ",mol/L). 
P E GRAHAM, G S SMYTHE G A EDWARDS AND L LAZARUS
Mononuclear blood cell magnesium
A recent paper by Martin et al. assessed the clinical usefulness of measuring mononuclear cell (MBC) magnesium content in ill, hospitalized patients. I The authors noted a tendency, although reported as non-significant, for the MBC magnesium content (fmol/cell) to be higher in ill patients than the healthy community controls. However, from the data given in their Table 2 the difference between these two groups appears highly significant (P<0'05, d.f. =43). This would support our observations in that ill patients appear to have a considerably raised MBC magnesium content. Examination of the cells harvested by this Ficoll-Paque gradient separation technique from ill patients reveals the presence of a left shift in the white cell profile, presumably a reflection of the stress response. Given that reticulocytes contain eight times as much magnesium as mature red cells it is highly likely that the presence of early white cells will increase the average magnesium content of the MBC layer. Consequently, comparing these results to the MBC content of the mature cell population in healthy controls could lead to spurious conclusions.
In addition, the authors noted a considerable variation in multiple measurements from the
